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IN THE CLAIMS : 



The following is a complete listing of all claims: 

1 (Amended herein). A process for formulating, for parenteral administration, an 
epothilone analog represented by formula I: 




o OH 
I 

wherein: 

Q is s al uted frorrvthO ' g r oup oonokriing aft 



M is Golootod from tho group oonoioting of oxygen ! outfur, NRVana -SR^fl 4 *; 

each R 1 f R*. R 3 , R 4 , R 5 r and R^^rR^^rR^^ft 4 * is, independently, 
selected from the group consisting of hydrogen, alkyl, substituted alkyl, aryl, substituted aryl 
and heterocyclo, and wherein R 1 and R 2 are alkyl. they can be joined to form oycloalkyl; 

R° is selected from the group consisting of hydrogen, alkyl, substituted alkyl, aryl f 
substituted aryl, cycloalkyl, heterocyclo and substituted heterocyclo; 

ft * is coloetod from tho g roup oona i oting ef hydrogem a lkyl, oubo*fartod « a l Ky tr 

ea eh R^ond R 4 * io r indppondont | y t oo l ootod from tho group conslGtlng of - hydrogon. - 
halogen* alkyl , GUbct i tutod -Qlkyi r ar y } t hotorooyalo, hydroxy r B^G-Q, and R^QG^ Qi 

and anyi &~afts7^J^tes~^t^ni^^ comprising the following steps: 
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a) dissolving said epothilone analog In a mixture of at least about 50% by volume 
tertiary-butanol in water to form a solution; 

b) performing prima iy drying of said solution at a temperature of from about 

-10 ft C to about -40°C under vacuum of from about 50 millrtorr to about 300 millitorr for from 
about 24 hours to about 96 hours to form a primary lyophilized product; and 

c) performing secondary drying of the fecM&ftt primary fyophflized product at a 
temperature of from abogt 1 0 °C to about 30 6 C under vacuum of from about 50 millitorr to 
about 300 millitorr for from 24 hours to about 98 hours to provide a Ivophlllzed product of 
the epothilone ana|ogr»B4 

d) pa c k a ging oaie fr lyophfligod produot In a flmt via l and pa e toging in a coo a nd vial a 
cuffioiont quantity of on equa l fixtur e by - vohjm e a f a swi lablo non i on i o syrfaotant and 
anhydrouo othaneHifroff e rt se lwtion thoroof. 

2 (amended herein). The process of claim 1 wherein said epothilone analog fs 
represented by formula II: , 




II 



3 (amended herein). The process of claim 1 wherein to step a) comprises first, wetting said 
epothilone ar^log i o firot wott e d with a mixture of at least about 60% tertiary-butanol In 
water, and then adding sufficient water, or a mixture of tertiary-butanol 3Hd water, wnM l d e d 
thef a ta so that the resulting solution contains from about 2 mgfrnL to about 30 maAnL of 
said epothilone analog In a mbrture of from about 50% to about 80% by volume tertiary- 
butanol In wate o an d said otop oHo « oarri o d ey t yndor protootfrn - from l ight . 
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4 (amended herein). The process of claim 2 wherein m step a) comprises first, wetting said 
epothfipne analog ic firct watted with a mixture of at least about 60% tejtiary-butanol In 
water, and then adding sufficient water, or a mixture of tertlary-butanol and water, lo addod 
thoroto so that the resulting solution contains from about 2 mg/mL to about 30 mg/mL of 
said epothilone analog In a mixture of from about 50% to about 80% by volume tertiary- 
butanol In water. 

5 (amended herein). The process of claim 3 wherein in step a) said epothllone analog is 
initially wetted with a mixture of from about 60% to about 95% by volume tertiary-butanol in 
water. 

6 (amended herein). The process of claim 4 wherein in step a) said epothilone analog is 
initially wetted with a mixture of from about 60% to about 95% by volume tertiary-butanol in 
water, 

7 (canceled) 

8 (amended herein). The process of claim 2 wherein said primary drying In step b) is 
carried out at a temperature of from about -25°C to ^40*C and a pressure of from about 200 
to 300 millitorr for about 48 houro . 

9 (canceled). 

10 (amended herein). The process of claim 2 wherein said secondary drying in step c) is 
earned out at a temperature of from about 25 fl C to30°C and 9 pressure of from about 150 
to 300 millitorr for about 4 8 h e uro , 

1 1 (amended herein). The process of daim 4 30 wherein said surfactant Is 
polyethoxylated castor oil. 

-12-(amended-herein)^-The-prGGessof-clalm 3 32-wtierein said-surfactantis- 
polyethoxylated castor oil. 
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13 (amended herein). The process of daim 30 4 wherein said second vial contains an 
amount of said mixture sufficient to form a solution of from about 2 mg/mL to about 4 
mg/mL of said epothijone analog therein. 

14 (canceled). 

1 5 (amended herein), A phsrmaceutical preparation comprising, in a first vial separate 

a lyophilized epothilone analog and In a second vial , a quantity of a suitable solvent 
or solvent mixture therefor such that when the contents of said first and second yjafe are 
combined, the Ivophilized epothifone analog is reconstituted into a resulting so jutjnn 
re ntai no from qfrout 8 mg/mL to about A mg/mL of caid QBfithiigflfl onolog t sa ti - Gotvont 
oompr i oing o mi xturo*rf about oqual porto by volumo of d ohydratod othorwl and-frouttab l o 
non i onio curfaotant , said epothifone analog being represented by formula I: 




wherein: 

Q is oo l octod from (h a 9roup consfcfafrof 



■mi 




M is ool a rt i rfframtho group oonoiot i ng of.o xyge n , oulfur t MnV aft*CR°B 4 »; 

each R 1 , R 2 , R 3 , R\ R 6 , and RVR^^T^rWH**^* is. independently, 
-selected from-the group consisting of hydrogenratMrsubstitutsd alkytrarylrsubstituted aryl 
and heterocyclo, and wherein R 1 and R a are alkyl, they can be joined to form cycloalkyj; 
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R 6 is selected from the group consisting of hydrogen, alkyl, substituted alkyi, aryl, 
substituted aryl. cydoalkyl, heterocyclo and substituted heterocyclo; 

R * ia ooloctod from - th n group c Q ncj c ling e f hydrog a nrofky l Hi^bct i tutocI alky l , 

^^R^OT^R ^to ri ndopondontly, oo l ootod from tNo group oondct i ng of h y drogon, 
halogon, o i hy l , cubctitutod alKyd aryl. h otor o c yc t o . h ydrox yvR ^r-n , m rf B ^ OC^ 
and any salts, solvates, or hydrates thereof. 

16 (original). The pharmaceutical preparation of claim 1 5 wherein said epothflone 
analog is represented by fgrmula II: 




II 



17 (amended herein), The pharmaceutical preparation of claim 16 wherein sai d solvent or 
Sfljvgnt mixture comprises a nonionlc surfactant that is polyethoxylated castor oil. 

18 (canceled). 

19 (amended herein). A process for forming a pharmaceutical composition for parenteral 
administration comprising mixing the contents of the first and second vials of the 
pharmaceutical preparation of a*y-ef daim 16 to effect solution of said lyophillzed 
epothilone analog and diluting the resultant solution with a quantity of a suitable parenteral 
diluent such that the concentTationof said ^pothilone analo^tt^ii^isM^ 

0,1 mg/mL to about 0.9 mg/mL 
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20 (canceled). 

21 (canceled). 

22 (original). The process of claim 1 9 wherein said diluent is Lactated Ringer's injection, 

23 (canceled). 

24 (canceled), 

25 (amended herein). A process for treating a patjent in need of treatment w i th on 
opothiton a a n a l o g r e pFec e htod form u la h 




Q m Dolooted - from tho group 




M « |c » cotootod from tho group oonoiotin g af oxygen su l fur, Nft*j c md'C R^^i 

a a e h rtt^V»^ oolocrtod 
from th e graH p o a no i cting of hyctrogon, o(fcy| t ^Mbct i tutod a l ky l , oryl, oubotitutod - oiyl-and 

a nd fl^oro alky l , thoy oan - bojoinod to form a o y ctoolfcyH 
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W* 1o Dolootod from tho group oono i otii 




IKyli - oubotitutod alfcy ) , a ry[ , 



oubotitutpd oryl t g y e loaHty h- hotor ofi yQl Q an d cu bctitutod hotorooyclfrj 

— — ia s e l e ct e d from - tho g r o up oonoioting of hydrogon, a ll ey!, oubo tit u tod al ky ), 

ft+ *C-0, R^OC'O and R ^SQ^wtf 



and any patto t oo|votoo t or hy c frafoc thoroof, comprising administering to said patient, by 
intravenous injection, an effective amount of a pharmaceutical composition of claim 19. 

26 (canceled). 

27 (canceled), 

28, (original) The process of claim 25 wherein said diluent (9 Lactated Ringer's Injection. 

29. (canceled). 

30 (New), The process of claim 1 f further comprising the step of: 

d) packaging said lyophlllzed product of the epothilone analog In a first vfal and 
packaging In a second vial a sufficient quantity of a mixture comprising at least one suitable 
nonionic surfactant and at least one dehydrated alcohol to effect reconstitution of the 
lyophilized product, 

31 (New). The process of claim 30 wherein the mixture comprises about equal parts by 
volume of anhydrous ethanol and the at least one nonionic surfactant. 

32 (New). The process of claim 30 wherein said epothilone analog Is: 
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33 (New). The pharmaceutical preparation of claim 15. wherein said solvent is a mixture 
comprising about equal parts by volume of dehydrated ethanol and at least one suitable 
nonionfc surfactant 

34 (New). A process for formulating, for parenteral administration, an epothilone analog 
having the formula; 




comprising: 

a) dissolving sajd epothilone analog in a mixture of tertiary butanol and water to form 
a solution, wherein the mixture comprises at least about 50% by volume tertiary butanol; 

b) performing primary drying of said solution at a temperature, chamber pressure 
and period of time sufficient to form a primary lyophilized product; and 

c) performing secondary drying of the primary lyophilized product at a temperature, 
chamber pressure and for a period of time sufficient to form a lyophilized product of the 
epothilone analog. 

35 (New) The process of claim 34, wherein said step a) of dissolving said epothilone 
analog is carried out at a temperature below ambient temperature, 
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J6 (New) The proces3 of claim 34, wherein said step a) of dissolving said epothilope 
^ analog is carried out at a temperature in the range of from about 5°C to about 15°C> 

\ v j& (New). The process of claim 34, wherein said step a) of dissolving said epothilone 

analog comprises first, wetting said epothilone analog with a mixture of at least about 60% 
by volume tertiary-btitanol in water, and then adding sufficient water, or a mixture of 
tertjary-butanol and vteter, so that the resulting solution contains at least about 50% by 
volume tertiary-butanol In water, 

^/(New), The process of claim 34, wherein said step a) of dissolving said epothilone is 
carried out in the absence of an excipient, 

J3^1[New). The process of claim 34 wherein said primary drying in step b) is carried out at 
a temperature of from about -10 q C to -40°C and at a chamber pressure of from about 50 to 
300 millitorr for a period of up to about 96 hours. 

tie fft 

<30(New). The process of claimjKf wherein said secondary drying in step c) is carried out 
at a temperature of from about 10°C to 30°C and at a chamber pressure of from about 150 
to 300 millrtorr for q period of up to about 96 hours. 

4 

Jfi (New), Tfie process of claim 34, further comprising the step of: 

d) packaging said lyophilized product of the epothilone analog in a first vial and 
packaging in a second vial a sufficient quantity of a solvent mixture to effect reconstitutjon 
of the epothilone analog, wherein the solvent mixture of the second vial comprises at least 
one suitable nonionic surfactant and at least one anhydrous alcohol. 

tf( [New), A process for formulating, for parenteral administration, an epothilone analog 
represented by formula II: 
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comprising: 

a) dissolving said epothilone analog to form a solution, comprising first, wetting said 
epothilone analog wfth a mixture of at least about 60% by volume tertiary-butanol in water, 
and then adding sufficient water, or a mixture of tertiary-butanol and water, so that the 
resulting solution contains at least about 50% by volume tertiary-butanol In water, wherein 
said step of dissolving Is carried out at a temperature below ambient temperature; 

b) performing primary drying of said solution at a temperature, chamber pressure 
and for a period of time sufficient to form a primary lyophilized product; and 

c) performing secondary drying of the primary lyophilized product at temperature, 
chamber pressure and for a period of time sufficient to form a lyophilized product of the 
epothilone analog. 

ip 

^2lNew). The process of claim^*f wherein, 

step b) of primary drying of said solution is performed at a temperature of about 
,10°C to about -40°C under vacuum of from about 50 millitorr to about 300 millitorr for from 
about 24 hours to about 96 hours; and 

step c) of secondary drying is performed at a temperature of from about 10°C to 
about 30 a C under vacuum of from about SO millitorr to about 300 millitorr for from 24 hours 
to about 96 hours to provide a lyophilized product of the epothilone analog, 

[New). The process of claim j& wherein, 

step a) of dissolving said epothilone analog is carried out at a temperature of from - 
5°C to about 15°C. 

,,4<(New). The process of claim^WTwfierein, 
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step a) of dissolving said epothilone analog is carried out in the absence of an 
excipient 



d) packaging said lyophilized product of the epothilone analog in a first vial and 
packaging in a second vial a sufficient quantity of a solution to effect reconstitution of the 
lyophilized epothilone analog, wherein the solution of the second vial comprises about 
equal amounts of at least one suitable non ionic surfactant and at least one anhydrous 
alcohol, 



45 (New) A pharmaceutical preparation comprising a lyophilized epothifone analog 
prepared according to claim 1. 



43 (New) A pharmaceutical preparation comprising a lyophilized epothilone analog 
prepared according to clgim 34. 



prepared according to claim 

in(New) A pharmaceutical product comprising at least a first and a second vial wherein 
the first vial contains a lyophilized epothilone analog prepared according to claim 2, and the 
second vial contains a sufficient quantity of a solution to effect ^constitution of the 
lyophilized epothilone analog, wherein the solution of the second vial comprises about 
equal amounts of at [east one suitable nonionic surfactant and at least one anhydrous 
alcohol 
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£2 (New) A method of treating a patient compri$ing^n|xing the contents of the first and 
second vials of the pharmaceutical product of claim^^Tto provide an epothilone solution, 
diluting the epothilone solution with a quantitiy of a suitable parenteral diluent to prepare an 
intravenous formulation and administering the intravenous formulation to the patient. 



(New) A pharmaceutical product comprising at least a first and a second vial wherein 
the first vial contains a fyophilized epothilone analog prepared according to claim 34, and 
the second vial contains a sufficient quantity of a solution to effect reconstitution of the 
lyophilized epothilone analog, wherein the solution of the second vial comprises about 
equal amounts of at least one suitable nonionic surfactant and at least one anhydrous 
alcohol. 



m (New) A method of treating a patient comprisinS f ^i^ing the contents of the first and 
second vials of the pharmaceutical product of claiiuis to provide an epothilone solution, 
diluting the epothilone solution with a quantify of 3 suitable parenteral diluent to prepare an 
Intravenous formulation, and administering the intravenous formulation to the patient 



PAGE 14(21 * RCVD AT 313112004 1:39:13 Ml (Eastern Standard Time] ' SVR:USPTO-EFXRF-1/28 * DNIS:2730591 * CSI0:6M 252 4526 * DURATION (iwms):I)M6 





-13- 



